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New complex antibody for anticancer drug - comprises anti-human C- 
@erbB@-2 antibody that recognises surface antigen of target cell, and 
anti-human lymphocyte antibody which binds to effector cell 
adex Terms: NEW COMPLEX ANTIBODY ANTICANCER DRUG COMPRISE ANTI HUMAN 

ANTIBODY RECOGNISE SURFACE ANTIGEN TARGET CELL ANTI HUMAN LYMPHOCYTE 
ANTIBODY BIND EFFECTOR CELL 
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JP 5213775 A 930824 9338 JP 9219968 920205 12 @A61K-039 / 395 @ (B) 

Priority Data (CC No Date): JP 9219968 (920205) 
Abstract (Basic) : JP 05213775 A 

A new complex antibody (a) an anti-human c-@erbB@-2 antibody, 
pref. CFD-OA-pl85-l that recognises the surface antigen of target cell, 
and (b) an anti-human lymphocyte antibody, pref. anti cD3 antibody that 
works signal transfer by binding to the effector cell. 

A new anticancer drug contains the complex antibody as an 
essential component . 

USE/ADVANTAGE - The antibody has strong and specific binding 
affinities to antigens (target cell and effector cell). Cytotoxicity 
against target cells can be activated and increased. 

In an example, UCHTl antibody contg. as cites was obtd. by 
administration of UCHTl cell (anti cD3E antibody) to BALB/c mouse 
intraperitoneally. From the supernatant, UCHTl-F(ab') fragment was 
prepd.. Similarly, CFD-OA-pl85-l antibody contg. as cites was obtd 
and, GFD-OA-pl85-l-F(ab')2 fragment was prepd.. By using two fragments, 
bifunctional antibody of both monomers bonded was obtd.. It was 
purified by TSK gel G 3000 SW HPLC. Dwg.0/0 
rwent Class: @B04@; @D16@; 
Int Pat Class: @A61K-039/395@ ; QC07K-015/28@ 
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(2) 

1 

- e r b B - 2 D> te^^^t h U >nn 
khc-e r bB- 2ft{*:T?*oT, X7xi'^'-iiite 

OA-p 1 8 5-lT*^ffl*aiXtt2fcfa«©?t^ 1(? 
(IS*a 4 ] tat h U W13^Si<i:*itaC D 3 &i(*cif<6 

[000 11 
[0 0 0 2] 

)vmmm<^m^mf&miii&^mm (ADcc;an 

ti body-dependent celluar cytotoxicity)[Hartin, J. 
S.,et al.. Blood. 73, 1431-1439 (1989)] t^SVitt 
Wt^^^&f^^i^M (conplemeiit-dependeiit cytolysis) 
[Irie,R.F.,et al., Proc.Natl.Acad-U.S.A., 83, 8649 
-8698 (1986)] »CS':?<Slll^fe-aElCj;0J4:<ffi«Kg^*^ 30 

[0 0 0 31 ±Etyi^p±-;i'Ji«^ic:±5^S^s:J£ 

fflViTff)^t)tlTVi5[Nisonoff,A. and M.M.Rivers, A 
rch.biochein.Biophys., 93, 460 (1961)] ii\ %%\ZZ. 40 

n < » 6. nfc ® tt^r / ^ u-)—)v^w-<DVfnm^ti^ 

ffi55SnT*»^T*-5. [Koehler.G.-and C.Milstein. 
Nature, 256^ 495 (1975)]. 

[0 0 0 4] cne.— i'n:f— jpsift:(D-€-n 

i:^tt-«StcF (ab' ) 2 i^^^tJPftUTf^S^n 
T^i^. ^iy^^^:/^'>:^>' (Brennan)SaDTT (i^g^ 
^fXl^-f h-JW OS7C?BS;fflV»T^F (ab' ) t» 
"^^mftiSmiy. -*©Fab' OSHS^S. 5' - 50 



#H¥5-2 13 7 7 5 

i^y:ttrX (2--hD5fm#SD (DTNB) TffiS 
UTFab' -SNBtU ffi:4r®Fab' -SHtjg 

HSift^Sf^Sa-rs H tKdi?!jUTVi5[Brennan.y. , 
P.F.DavisoD and H.Pavlus, Science, 229, 81-83 (198 
5) : NItta.T., et al., Eur. J. Immunol., 19, 1437-14 
41 (1989) #M] . 

[0 0 0 5] ^rzm<D:^mtvx\i. mt-on:.-wmn 

- (l-trUi7J>y5^*) •fu\i:^^-U \Z^Kim^ 

vr^L^^ -^-^^ ::/"o;w :/u v Y^Vf-^V^m-^ij^ 
[Slaerz,U.D., et al.. Nature. 314, 628-631 (1985)] 
-nm<nVi^-p (ab' ) . y^if:f^yvtinmz 

hxmkns PDF ^m^^xt^^^mc^-c^-if-^ f 

0/W::'U>yHfiiff*fPS-rs*te[Nitta.T.. et al., 
Eur. J. Immunol., 19, 1437-1441 (1989)] mifih^. 
[0 0 0 6] A-f:/'J!y FSift^*fPS-r-5fe3-oro^ 

stein,C. and A.C.Cuello, Nature, 305, 537 (1983)] 

J:D^a®gt#:*#^*S[Staerz,O.D. and M.I.Beva 
n, Proc.Natl.Acad.Sci, U.S.A., 83, 1453 (1986) ; L 
anzaveccliia,A. and D.Scheidegger, Bur. I. Immunol.,! 
7. 105 (1987)] 

[0 0 0 7] MIC, giJ®i!®A'f::^'J2/Hgt#:tUT 
tt, *iJSilg^ffitt**-rS^^«l5 (V) ^««VC;XA 

-f:/'; F--7B&*T?, *gpgtt&^Ts;e#«3J (c) « 

9 8 4^®*>JV> (Morrison) ®te, 8l>!r«:i|fS14S 

fet3::®aA'f :/U y HSift:®f^S*l***«^^snTV» 
■^[Morrison SL et al., Proc.Natl.Acad.Sci. U.S.A., 8 
1. 6851 (1984) : Sharon I. et al.. Nature, 309,364 
(1984) : Heuberger,M.S., et al., Nature, J12, 604 
(1984) : Boolianne,G.L., et al.. Nature, _312. 634 
(1984)^1 . HC, ilfLV>i!®A-f:/'J>y Hfitfl^tb 
X\t. V<Sl^®ffi*H4ft)t<S« (CDR) ®*?£ve?X 
*3fetbfct>® (Reshaped ^W) ^&fe«f8^-C#S[Jone 
S.P.T.. et al.. Nature, 321. 552 (1986) : Rlechman 
n I., et al.. Nature, _332. 323 (1988) ] . 
[0 0 0 81 JhlBA-f :/iJ «y H$t{t:®^Sffltt£tT»Ci!B'< 
^m^W<r>mz. -f A / 7 •;/-fe-f ^^(Onm [Suresh, M. 
R., et al., Proc.Natl.Acad.Sci. U.S.A., 83. 7989-7 
993(1986)] , ^fe^iafilft^TOliJfflCMilsten.C. and 
A.C.Cnello, Nature, 305^ 537 (1983)]^A*ae3nT 
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3 

UyHta^ (6tT. BFA:Bifunctional an 

tibodytte»-r5) <D-:^<DSii^iimmmt4i^Lrcm 

it. -ecD^. -f >lfhat*ViT, BFA©ffitt*«VK 
•:3*>©M^aiffiiT©f^$nfc[Meizanica.D.. et a!.. I 
nt. I. Cancer, 41. 609-615 (1988) ; Mansfield, P.P., e 
t al.. Cancer Iiunnnol. Immonother, 33, 247-254 (199 
1) ; Oshlml.K.. et al.. Blood. 77, 1044-1049 (1991) 
: Nitta.T.. et al.. E. J. Immanol.. 19. 1437-1441 (1 
989)] . 

[0 0 0 91 sfcffspffi. mmm. BfHsir^^LTfeB 

F A<Dm^m%il^M^-^nrzmiia.T. , et al.. Lance 
t, 335 . 368-371 (1990) ; de Leij.L.. el al.. Fonda 
tiooNationale de Transfusion Sanguine. Les Ulis Fr 
ance. 249-253 (1990)], 

[0 0 101 iE¥, mm^m^omi^^mmz^ 

rmal growth factor; EGF) t^EGFCDS?S# (W 

•fey^'-) teiH-rsgaR^n- H-r«Ha«®^ 

tUT.aVitU3nfcc-e r bB-2jteT[Yaiiiamoto. 
T.. et al.. Nature. 319. 230-234 (1986)]03Bjife^ 
Si^-CafeSp 1 8 SSe^tt, S'irCDt hMttB36»c:fc 

- e r bB - 2ae^©J8<S*iS«>enTVi«. ^-©118 
38S. !|$»c?LjSC^ViTH> t ha«5tA3S**©l§IIS8 
IKfcc-e r bB-2JSe^©Ji*§*^S»&n[Klng,C. 
R., et al.. Science. 229. 974-976 (1985) ; Yamamot 

0. T.. et al.. Nature, 319, 230-234 (1986)]. Kc- 
e r b B - 2 aG?©Ji*g©effi*^ affi©^^ t ^iV^ 
ffiMS^r i:*mfcI,tfJ3 nxt^ S [Sl amon, D. I . . e t 

al.. Sclence._235. 177-182 (1987)] . l,ii^\^UiS^ 

UA^Sl*^*li^Vi[Natali,P.G., et al., Int. I.Cance 
r. 45, 457-461 (1990)] , 

[0 0 1 11 ±Ec-e r bB-2geSiK^-r2)fii#: 

i*t>H^Sn-::)r5^D[Masnko.T., et al.. Ipn.I.Canc 
er Res. .80. 10-14 (1989)]; Yamada,Y., et al.. Jpn. 

1. Cancer Res.. 80. 1192-1198 (1989)] . c-e r b 
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4 

B- 2fig^ji«!)«ssa-rs$i#tuTt>, w^«c - 

e r bB- 2Jte?©C*««l«*©ia-rs#Ui^n- 
ir)\^m(: pAbl (T4 8 8 1) [hU h^A-f^ttJ- 
'fX>;^ttSi (Triton Bioscience Inc. :Alaiiieda.CA)]^ 
^■i—^L H >*Sia-r-55J? 'J n-:)-;i.fa(*:A b - 
1 [:t>3v>— >iJ-'f X>X(OncogeneScience Inc. ; Ma 
nhasset.NY)] -^^ c -e r bB-2©aiK51-Hp<'f > 

<&ssj-rsty^n-:j-;i/St#, sv2-6 1t 
^^■z.^vy (#ig¥2- 1 5 0 2 9 zwm^m ] 

- 3 (ATCC^K#^ ; ATCC HTB30) ©^«±l§T^fe 

- e r b B - 2 giagaRfci^SWicS^Sf -Stac - e 
r bB-2tyi^n-:>-;l^Jift:> GFD-OA-pl8 
5- 1 <&f^KtfctOuzge.AIper, et al.. Cell Growth 
4 Differentation. 591-599 (1990)]. ±b2GFD- 
OA-p 1 8 S-lfitmJ. c-e rbB-2a{5?* 

20 %m-r§th3giM)S«SK-BR-3Ri;J, A-5 4 9 
(t hWjgjfflUat* : ATCC CCL185 ) ©'f >H hDt?©*! 
JllS^r«lC«lMbfc (i|$^¥3 - 229835 ^).± 
ffi&jR«:ttv c -e r bB-2SeMt-€-n^nR>& 
U c-e r bB-2jie^^ig!f©58StHa-r^l^ 

is. i^icKas, «t?t>as5^©^»ffc»ffl-c*5*i (i# 

ig¥3 - 1 9 1 8 6 5^^ffi» , ^n^©fii#«± 
f3aH4H5[g©J&3gf?illtUTtt. miBUfci^tt/i'P 

*5s?g«&»±D-«?w;^±&«st^-rsBFA 

J<> lCj;^^fegE?&^5*SMS!-r*fc8e>iC, c-erbB-2 
«e^Ji'^lcreaTS'b©®^»tT-5BFA^£M5E 
U 'f >lihD|r*tt^BFA©!nJ»S«ttSfiHKU 

[00121 ii!4, c-e r bB-2fcHa-rSBFAO 
ViTtt, ^fc^#tt-^<. *5ge9fcJ;DBFA*«^-r 
S-7^©«#:*tJit h c - e r b B - 2 W^iS^^U^^ 

[0 0 13] 

[^W*^»ftb<fe5 tfSraS^iSil *fSWHc - e r b 
U>/'«3^iffl8a(Cytotoxic TLymphocytes) ^©X^xi' 

nfcj;r3T±iax7x^^^ -«B)®©^-r s ±E© wsaia 
»c?^-r?.iHeiia®§«tt*iS3iis-&#5«rtt»BFA m. 

. Rr;2:n?£fijfflbfcSftBji^©HSFKi&!SS!i 
<&iift-r -5 Ji t s a w •& t) ©T* 

[0 0 14] 

[KS4S?sit-r^fcje>©^R] *56W»cj;n«, bfa 
5fl (M.'^^m •^mm^~-H(owm\:. h c - e r b B 
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(4) 

5 

'J>/ti*0i#:TabS±iaBFA. Sithc-erbB- 
2jR#:!i«GDF-OA-p 1 8 5 - 1 Tab*±iBB F 
A. RlX±Ettt h'J W-^^tit^l^^^fiiCD 3jK(t:t?» 
5, bhc-e r bB-2|iasat#SWIcKiSi-5 
±SBFA*W$n'5, *5g?gtJ;ntf, ±13 

[0 0 15] *^??tt^tJtt. tas (SwaeaaRt^x^x 

fflfcJ;oT. CTL^©X7xi^^'-«ifla©WrSgW 
i(fflliafC^*-r-5aillfiffi§flH4«Sttfl:7!>Sli3fiS-ti:^S# 

®*^bTi^5*^ Kx7xi:^^'-iaiBa*wa^ic:* 
©efSf&g?ic*^T*s. it? 

[0 0 16] ^fgijgfit^l:, afc-:^o!ix^ic*i*tt 
hc-e r bB-2Jn;(^<DFab' gR^J-TfeO, ■ftfi*© 

[0 0 17] 2|:52?«ta*©f^S©;fcJe)OttlB}i-rs5i 

r b B - 2 yiw^oi^mbmsmm^v^. mmc d 3 

m^c-e r hB - 2^mzm-t^^c - e r bB-2 
ei#;ttS«^fflK5!SUTV>5 c-erbB-2ag 30 
^S({&SrSiS-r«t><0rJ5l3. cniCttGFD-OA- 
p 1 8 5 - 1 [Alper.Cet ah. Cell Growth & Differ 
entlatlon, L. 591-599 (1990)], mfSrl't&Mk^^^ 
fflV^Tb h c - e r b B - 2 jte^ SjiS^SiS^a^i; 

m\v. ^ommmj&^mmimu thc-erbB 
-2»e^i£^SLTv»-5ffls*®j{L/, -ecoifflBaaffi 

«c%SUTVJ5fflia&c-e rbB-2^>'i'a-:J-;p 
5i{*^f^S0&*0^feJ$MlSttTf^SbfcS V 2 - 6 1 
St#:^SV2-6 1 tSi(!{^ (#K¥2- 1 5 0 2 9 3^ 4» 
^ffi) , TAb2 5 1jKft:, TAb2 5 5tt#:, TAb 
2 5 61r[<*:, TAb 2 5 8gi#:. TAb 2 5 9jK* (P 
CT4^M1$fFW09 1-0 2 06 2^^^) . 9G6gi 
#:[Van de Vijver M.I., et al., New Eng. I. Med.. Jl 
?. 1239 (1988)]^*^-g^*n^. 

[0 0 18] Mt±Etat hu y/m^mzmr^^c 

D3Ji^t:©R#:«^tLTtt, UCHT 1 [filCD 3 
£$i^ : I gOi :Beverley,P.C.L. and Callar 

d.R.E.. Enr.I.IauDunol.,11, 329-334 (1981): -i>-^ 
U7;U • =t^v>-y— • U-t^— ^:7r>5r— >3>(iiiiper 50 
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5 

ial Cancer Reseach Foundation. OK)]. OKT3^^ 
[$iCD3*i(t:: T^?;^ I gGi.iKong.P.C, et al.. 
Science. _206, 347-349 (1979)] ^S:0S*TlrS. KU 

CHT 1 mmiT^) >/m(ommm\z^mbrz\: hc 
[0 0 19] ±^#gift:tt-en-?n©^/i'n-:?-;ptn: 

<0::i^j£ [^;^(2Koehler.G. and CMilstein, Nature, _2 
56, 495 (1975)^#P] fc^et^Satl-^il 

A-fr^'J H-vS:®^i^«Slffl«%, «i3;l«103iFC 
S mi^iSLm) *^tJRPMI-l 640t&% (B* 

YSPBS CJ^K^Wftie*) XttFCS^^S}a:Vi 

R PM I - 1 6 4 o^ffijeiffiss-s, mmmm^, ^tb 

ZfOTsi^y (.2. 6, 10, 1 4-xh7/^;l''^>^' 
£lllEl^l9:4UTSWSn&BALB/c?- 
Hv^/XtMKl^lS-^-rs. ±fafS-^(»*57~l 4 0^ 
lCT>?;^)lggi5*t0nT€fci^;S-e, gv^;;^©)^©.!;?) 

A[Forsgren,A. and J.Sjoequist, J. Iiiniiiiunol.,97, 82 
2 (1966)] £fflVifcT7wr:5"-r-i'nvhy^7W- 

lmlSCl©K7Kfc2~4nilfflie-&n^/7T- (1. 5M 
if^)zy>. 3M NaCl, pH8. 9) ^jDAfcjg^ 
iSS:, «i3Aa7'D7^^>A-fe7rD'l'> (^'s/V^^^ 

0. lMi7X>K:^h'J'5AigSffJat (pH3. 0~ 

5. 0) xmm-^'^^zLtiziiKfmmx^^, 

[0 0 2 0] ±B(Dm< UT#&n5t/i'□•:^-)^iK 
4*c*^5©F (ab' ) 2 ©mStt, iEtSftStlT^iS 
[C!9;^»iParliam.P., J. Immunol., 131, 2895-2902 

(1983)] izmcx, ^'^•»m{f^'^i>::t\z^0fff3i 
c0mm<DMf^m-mtvx\t, kt 
o;&&s«i9^-r2>::t*iT€^. EPt. i-r5~i0iiig 
©tri^&^tro. lM^7x>K:^^U':7A^ac (ph 

4. 1~4. 5) fC, Si#:®l/1 0-1/1 0 O^S 

a©'^:/>'> (i^if-r^m *mTig-&u. 3 71c® 
fi®<f-ei~8i^TOft:Hissfija:3. ^Rmm\ziu 

hUX^jBc=£an^TpH^£8. 0 t UTK)S<£f?JhS 
•ti-, 2 0mMhUXigK, 2mM EDTARlXl 5 0 
mM NaC 1 d^^iftS^JK (pH8. 0 : TTE 

Smmmi tt^^) 'C^{bLfcTSK-SW-G3 0 

0 0 (h-v-as) ^^A^fflVixyjuatjasfrift 

~4fe$a©iK^/''?y7r-S:lin;^T:/n7^^ >A*7 



-604- 



(5) !^M¥5-2 1 3 7 7 5 

7 8 

UT#^nfcs(ISOB^>*. 0 0 0 0©K<£ffl %PAGE (:i?U 7i"J;V75 Hy;Vfia»ffil) »«fSr 

ViTaa^1-iSiaSff;^5;:ttir), SiffiF (ab' ) . fT?5:5:itlCj;D» ±i3T]SK3nrcBFA*«^ffiSn 

iiig®$ift:*^^if94~6iiigSK<DF (ab' ) 1 *»#Sn 

[0 0 2 6] Sfc, ±IB*^lC(JeoTg««lli&<C*t-r5 

[0 0 2 1] ±l2©*D<LT#^n^>F (ab')2 7 ln:^*:®F (ab'). WJ-^-] iX^x^^'-flilK 

^i^^^hfiffllr^T^^Wa^^. fiP^±ia^«ailiat^^ IC»T-6Ja#:F (ab') . tAti^^Ufc 

•r5Jl«:OFab' [^/V-] tx:7xi?:J'~aBBafc B F ASrfPSfS tA^nJffiTftSi KF (a b ' ) . 
**-r5K(*^«)Fab' t^/V-] i:*^)ie^L.yc:BFA 10 [:^?>J^-] iF (ab'). [jp'Jv-] tlfit^^V 

tt. 0il;H^ffl&©*fe [Nitta.T., et al.. Eur.I.Im fcBFASf^Si-r«)*S{C-::?(.iTtt> *»?g^6*iifefc 

nuDol.. 19. 1437-1441 (1989)] (CfiEo Tf^S-f 5 r t HlSt.fc«^Si«:©SK§SS»rlB^3nTV»^> (#IS¥3 

dX7?g;5. - 2 2 9 8 3 5^#flg) . wjmz^-oxnms[m.^n 

[0 0 2 2] ±ia;&j*», *-f^WaBIB©^ffiSilS?£S -rsite^&^JSt-rS (F (ab') . [:i?'J^-] fij 

i§6-r«.Si(^, W^ttSic-e rbB-2jEa#:0F (a ffl) t-r^Ctl::J;oT, #en^BFAH, -eo^W 

b') t 7 7i^;)i>hS^tJTESS«?8tlc, iBiliafcjt*-rsig'&<id^J:DiiS«)Sn. cnicJ;oT*fg 

aisinAT, pH7. 5TSSJCT3 04}-raKj«:*ff;a: [0027] ±e«i<i/T#5n?)*i6W©BFAcDfij 

ofc^. gi^sa!*t5mMt;*5j;5fcDTNB m\zi.n\t. cTL^®x7xi'3'-jffl8a©gfi5iMaat 

tfi^aS) *SfiSSflJ;iT, SIC^MT3 O^WRlS* 20 **-r««SjSttSJIS6^i: t*^T?€fS. ftS^tf, jKc - 

fTJi^^-B-. ^®S)SSS$TESlg»S9t1?¥ffifl:Lfc-Ir7 e r b B- 2jfL{|:tSiCD 3tt(|i:t*fflViTfPKLfc* 

rr-;'i'7.G2 5*7A (7r;l''7v'raS» £fflV>T SIMB FA<£fflVin«> c-e r bB-23tfeTgife& 

X7xi'3'-iaBlia«Cig^UE.-^->i':J-;We^*ff3a:5ia ^^4:51::, iElcSe3nfctt»:*Fte[Staerz,H.D. I. 

i*^, «!9^lfliiCD3fi^t:OF (ab' ) 2 75y>t>h W.Yewdell and M. I.Bevan. Eur.I.Iimunol.. 17, 571-5 

*-&£fTESlgff?KIC, gi^SS*U~2mMti^^i 74 (1987) ; Nitta.T., el al., Eur. J.Ioiinunol.,19, 1 

5fcDTT*Sf«<£Jn;iT. pH7. 5-C^StCT3 0 437-1441 (1989)] fc^5K»IC4:05tKT^«>. 

»MS*SSfTftV^ #5n-5Sl£:jS&TESigSS?K-e¥ [0 0 2 81 f^i, ±iBfc:feViT». X7xi'^'-iffl)iat 

SffJa:5;ii:fc<J;D. X7xi/^'-ai)!a»c3S-r5*i:ft:F 6!5:V>tVi5i^:*ttt)»:<, «^;^«i7D->'(fcLfcCT 

ab' -SH*iR#T#^, ±iaT?^&n*Fab' - L^SfflV^SJltdfC^. S&MSAO^mU ^/'^J^ 

SH=£^trTESgtf«EIC, ^fefc#&n&ge?l8iE*B (PBL : peripheral bloodlyTOhocyle) SfflViTfeA 

la-r^Jfi^OFab' -SNBSttKl : l®t;HfC <. SlC;?-a>ft;CTL75MPBLS'f >^'-n^=*^ 

iDAT. IS^«ilKr«»Um ^fiT4I^WieSE >-2^©#tETT3Bet±««bTLAK(lyinphokin 

^S^-SSCltlCiO. W!liiWMz.n-t^ViVf-(D¥ & h' e activated killer cells) i£Si^LTfflViT*)iVi. 

[^/•r-] tX7x^^-i9lliafc»1-*ft(^Fab' M«A®*«[Jfll'J>/'?«®i8iatt, Hsfi^>8feJcS!-pT 

[t/V-] t*^^^Lfc^a©BFA<£iR#T?^S. £tT©*D< UTff!a:5J: EP^. i-f^AU 

[0 0 2 3] ±|2lC*UTtt, a b ' - S N y^tSLhtcW^Knm, 1 Oail 2~ 3^aS©P B S 

B©f^SSX7xi'^-fflBairS*-r-5$i<t:fc0^ff?i 40 igUfjKSrlDATig^-rs. giJlC, Z:©l&RjfilJK©¥fi© 

*&*i«i:Fab' - SH©f^S&m«ffilC^*-r-5 Jtfi^J-BliK m^\ty^n-)V/\vi;:yr)V^'y7^ 

^mz-D^nn.=^z.t^x^. z.n\z^^x^mm<D^ ssfflv>^ct*tT#*) sjn^fciSttwts&RjfiiJat© 
F A^iR^-r-s z. t*tT#s', ufc^. 4 o o x g , sjt-e 3 0 ~ 4 0 ^^ra 

[0 0 2 4] *K uT#en;fcB FA^TSK-y;uG ^m^m^L^^nn^nuw ^iL^\zmKm<DMki:.]t 

3 0 0 0 SW (h-y-tts) <&ffiffl-r^HPLc (m s»ii?«t©ffifcT#-5sai*KVi«o, io%fc 

3ijSflti'nvhi^77^-) fcff-TJltfciD, S^WRPM I - 1 6 4 0«ffilcJ:0i5fe»-rs. *><L 

©Fab' -5^:t-;US|«{*i: C^^iKlSSkd) T*ffiililU >/X3^ 1 ~2 X 1 0' ia*#« H 

HbT, ^T^fiiKJl 1 0 kd*^-Z)BFA?&^fi-r^^ ^, ifcL AKtt^SnfcP B L* 1 0" fi/mliiiftS 

1 OStfFCS^^RPMI - 16 4 O^^ICSS 
[0 0 2 51 #3i5c^frTT, 0. 1%SDS (H5^-> 50 L. «»linl3»J 1 0~1 0 0 0*e©-f >3'-n'f + 
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>- 2 Slg^TJgg-r 5 c t fc J; OSI^-rs 

[0 0 2 9] S&ftltttl^ttTC^" C r S^tl^^DAK 
i-VU^A (Na. "Cr04 ) t^S^ttifflBao^ia 

tt. s-rgwiffliia®'^^^/ h (i~2xio» «flia) 

C, 3. 7MBQ/iDl«±ei'ni=,K:^hU'^A (NE 
NthS, ^-(k#SiaaBR55) *ftl;Jt, 3 7*C, 5«C 
Oi ?¥lET-e6 0~9 0»5aJ&«£ff/a:VV 
^tl 0%FCS-&WRPMI - 16 4 OJS^^fflViT 

[0 0 3 0] ±^i;a5.02^ e^cr) 

j:»3»i/<tt, s-rssftiss (a«o. o 

l~3Mg/!nl) t:#S?L&BFA01 0 0 M 1 tX7* 

!|*S««*Sj;= [ (a-b) / (c-d) 

©!HfSW« ' c r mm^^-rm&m^, b ttgwaisa©:^- 

e r bB-2Ji#CDF ab' tJ/tCD 3Sv#:OF a b ' 
t*ffiliTf^$JL^*5JWBFAli. 10 0ng/ml©ffl 

(Sia-rSHl -AM . uniC^bT, Stc-er 
bB-2gi:(^®F (ab' ) » 77i'^>htgtCD3 50 
*1<*:©F (ab' ) . yyif/->hii^l : KDitmr 
^fcS^Lfcg'&JKTtt. 10 0 Ong/mlSTiSa&i 

mi-Bmm . #S®F (ab') « yyif^ 
> h t) 1 0 0 0 ng/mi S ■^?^llffiS±^f T-bWiS^ifflteffi 

[0 0 3 21 llOi'St, ge«IifflffiC?*-r5$ifr©F a 
b' yyif^>htxy3:{;3^-mm\zM-r!&^i^<0F 
ab' 7 7i^^>hi:*tiK^bfc2|:56?«OBFAtt. C 

fiisstts^f (Sjia-r50i-A#ii) ntd^s. c 

- e r b B - 2 iSe^^SifeSaeiia^iiUcSSSLT 1^5)6 
[0 0 3 31 *fc*^9gBFA«> ^©g»m»Cjl*-r 

[0 0 3 41 «±©<fc5C, *5gWttmiStt)i)i}l&!S 
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xi'^'-fiBiai 0» /10 0/i It&ji^U SfiTS 

0 ^^rasis^-a-, Rf^m^ ioxfcs-^wrpmi- 

1 6 4 OSfflViTftJ^U $i(*^®i{S^UfcX7x^^- 

iffl)asa:sti/T[HMK-r?> dwsf^-e^fesi&oBFA 

x^xi^^'-ifflsaro-en-^ni 5 ou 1 (x^x^^'- 
figiias:: 2x 1 o« ) mffim!&05oti i (fiHia 
lOM ^n-?n9 65^©uji6«iiyw-h 

(n-ri^i^aS) ©^^/x^HC^JdU 3 7'C, 536 
CO, #«ETt?«gl/T. gWiH!lia©1*Sffi§Hl6:Sff 

BFA^itvx. X7xi'5'-gi*tg«sie(iat««s^ 

$-B-fcl^fc)gJ:sgWSlllia©i|*SWffi§©S« (%) 

^©Sh»^ (1) tc€et3T*«)S^i:*^CfrS. 
[0 0 3 1] 

] X 1 00 (1) 

8lMS'bSft-rst)©Ti&5. Jl©*5g?gSttMl©f&« 
^M, ±iaBFASiE-©!J5.^^i^tbT-&*rfSCt* 

S*tLr, fflttiiS©K3?ja^B71M::©aBFASffl 

ffl©PK{ca^tHffl3n^^a©t>©. 
}g»j7iiMi&»i?[ii©vi-rn-cfe±<, ns^tisiMjgfig 

jJUVi. s;t::ntt«5ffli9fciSS;a:a#:©^lniCJ;Offlc 
*5t;5:u#5«;<ija©j^ffifrsj:i:t>-c€, vifn© 

jeffiic^iUTjia^aia^iBK. f?j^tfttit«ueffi©i«si 

S}^S8©S^eiSP75S«l»iS-^*n*. ^gS. ^«)«: 

[0 0 3 51 *%w?&«{S!l©i9:-^ftttKS»J©fi:^;& 

sn-^Tttav^*«, -«i:ttt*55Wgi^©fi*<*?jo. 
0 0 0 0 1~8 oaa3ie«^W3tis"b®i:-r^©*^ 

i<, :^©S»Jt4-HJSA-ASD*?lO. 0 1uB~l 

0iDggs©4eHTSffl3ns©3&«»*uvi. AKbT* 
5Sig?&«jw©is#fcJ:n«, e:n*js-^snfce#®«: 

[0 0 3 61 ^mmitmM^m^i^^&mmo 
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11 

>Sttfl;=¥7-«lia) *ai X 1 0» <@<&2t:5!W©BFA 
*5llOO~1000/ig, »*b<tt*51 0 OugftiUS 

[0 0 3 7] 

Kj;DCTL^®x7xi'^' -iw^o^ ^mti^mf&\z 

[0 0 3 81 

^*^wttj:nicies$n;ftvi. 20 

[0 0 3 9] 

MWl] BFA©i!ii 
1) UCHT1K*©SIS 

UCHT lifflte [RCDS ctt^: -T^^:^ I gGi :Bev 
erley.P.C.L. and Callard,R.E., Eor.I. Immanol.,!!, 
329-334 (1981) : -f >'<'J TJl/ • >1J— • UlJ— 5^ 
77>5^— 5^3 Xlmperial Cancer Reseach Foundatio 
n.UK) iOA^] S:1096FCS (7P-aS) ^-^tT 
RPMI-1 64 0»« (HTKSISIttS) ^fflt^T. 3 
7"C. 5%CO« #ftT-C«IIUT/W:/'J H-VS# 30 
It. 

[0 0 4 0] S<JfCBALB/c (H*5^^-;VXU 
*tii) <om&\H\Z. — ESDO. 5ml©:/'JX^'> 
(2, 6, 10. I 4-y'h^^^)V-^>^y'i3>, n 

(0 0 4 1] ^lC3feK#&nfcUCHTliM)|§<£, PB 
StISSU ^-©1X10' Sml-foS^ 

v^/xnerttis-^bfc. ±iafi#o2~3®FB^Bf7 

Sfe^, KIS**0i:iS'£,^«8O 5PR-2 2 (0S[KfP 40 
0faSi) SfflV^Tl 0 0 0 0 r pm, 3 0i>F5, 4*CT 

j^'C^^)■gl^, ucHTiji*^&^trii*±«s#fc. 

1004 21 2) UCHTl-F (ab' ) 2 77^^ 

±121) T^enfcUCHT l|g*±ffllC2<g^tt© 
1. 5Mi^U>'>RtX3M NaC 1 *>^;ft5igSf?S 
(pH8. 9) ^MA-X'M^L. ig-&jatS;. @;£<fc:/n 
=T'iyP< (iBiBobilized-Protein A (Repligen tt) ) fi 
vh.Xzy-^y^X^. UCHTl*i(|:S:*7AK®^S-li- 



#M¥5-2 13 7 7 5 

12 

(pHS. 9) -Cttitbfcm. KSUTViSU 
CHTlJt^^J*. 0. lMi?x>K:»-hU'i7A«9fSat 
(pH3. 0-5. 0) t?SfaiS-&T. IgG^j8c*# 

[00431 ±g3T#6nfcI gG^2ml (I gC 
lOmg) 0. lMi7X>K:J-h'J':7A^»«K (P 
H4. 1) IC*tUT4"CT-l*S«TUfc. S«Tjac?£lsIiR 
:int*T[^t:01/l 0~l/2 5S (w/w) <r>^ 
Zfyy (->i^TaS) SlDATig^b. 3 7"COfiS« 

-c 6 ~ 8 i^M?Sfl;Kj£:?&ff fto fc. E;&?0cic i 
M h U XSJK 1 / 2 $ft?£Jn;^TRlS:*<?±$-&. 1 5 
OMm NaC 1^*2 OmMU>KlS®?K (pH7. 
0) T¥«fl:L;/hTSK-G3 0 0 OSW (I — y-tt 
^^7A(2 1. 5mm I DX 6 0 cm) SfflViXy 
JUa^aSffJaiV^ F (ab' ) « Hi>Sr7'-;H/fc. 
[0 0 4 41 ^IC, Iiro^^SlbfcH^^Cl. 5Mi/'J-> 
>&t;3M NaCl (pH8. 9) * 

lin^. ^■©ig^}KS:/nxw>A*7AJC7:/7'f 

L lSi#:S®*fS'ti:TI^*Lfc. *K UT^Snfc^ii 
t)©BS?^, iJ-^fil 0 0 0 0®K;£fflViT[Bi1-}Sia 
(753>tfcS, y-f77D-pt>'yk:^YMl 0, 4 
3mmKSffiffl) Srff^SVv ;'?>y7r-S:2 OmMhU 
XiSK, 2mM EDTAKt/lSOmM NaCl*^ 
ibU^^WL (pH8. 0 rTESig»?etJ tV^ 

5) Jc:S;iftL/T» UCHTIWF (ab' ) J 7^^/^ 
>h®4mg^#fc. 

[00451 3) GFD-OA-p 1 8 5- IK*© 

*-rt hc-erbB - 2®eTS<»SSSiS-r^$i#:t 
bT©GFD-OA-p 1 8 5- lini*t:*KT©<t5IC 
ISSbfc. BP%, GFD-OA-p 1 8 5-lgi#:?£]g 
fe-r^A-f :/'J H-TGFD-OA-p 1 8 5-1 

iwsfF^i 2 2 0 6#) *±ei) tisieicbTeii 

^aBia&v«:/x©|gErtCl9:#U 
GFD-OA-p 1 8 5- l5t{t:S^tJ)«*±«*» 

[0 0 461 4) GFD-OA-p 1 8 5 - 1 -F 

(ab' ) 2 79i^^>H©iai! 
±E2) t|^filfcbT3) -Cft^nfcGFD-OA-p 
1 8 5-lltl7K±fSIC2«$a©l. SMyj-^RlX 
3M NaC l*^^a5igSf?K (pH8.- 9) *Jn^fc 
7'PX'<>A*7AlC7:/7-1'U GFD- 
OA-p 1 8 5 - l^{*:S*7AKifS-li-&. |^A<y7 
7-Tgfe»tfcft. ®«LTV>5GFD-OA-p 1 8 
5-lgi«:&. 0. lMi7X>S:^h'J'>A^®JS (P 
H3. 0~5. 0) T^ffl$1i:T, IgG^^tf^ISS: 

[0 0 4 7] ±eT#e»nfcI gG*#O^J£2ml 
(IgGlOmg) 0. lMi?X>Ki-hU'>A@ 
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»^ (pH4. 1) lc5t*bT4"CT-|*SSfbfc. S«T 

m^mwk. Jinjctn;^:©!/! o~i/2 5fi (w/ 

w) Oi^-^i^y^MTLXU^L. 3 7'C®fi®lf-t?4~ 

1 / 2 $ft*3ni;^TS>£i:*<9Jfc^fli-. 1 5 0 Mm 
NaC 1^%2 OmMU>Ki^«i8t (pH7. 0) 
VSfllbfcT S K-G 3 0 0 0 SW* 7 ASfflV^Xy^W 
iffiia?£ff;a:Vi. F (ab' ) J ili^Sry-;!^^^^. 

[0 04 8] z.<Dm^\z.i. ^uif^ii^ymS'^ 

U HaClit^^lt^^mWi (pH8. 9) *l)n^. i<? 

»<&Ia|iRU *7A;C'<7'v>*?Bft:OGFD-OA- 
p 1 8 5 - l^ift:*®«S*T|i§i*bfc. bT#5 
nfc^ffiOOHgSS, iH^ftl 0 0 0 OCO^SfflViTK 
51-»jS?£ffa:VV A>;/7 7-S:TES]gffiSKt5!JftU 
T. GFD-OA-p 185-1 ©F (ab')» 79 

[0 0 4 9] 5) GFD-OA- p 1 8 5 - 1 F a 
b' tUCHTl-Fab' tOBFAOf^S 
±IB4) TI^SLfcGFD-OA-p 1 8 5- lji#:ro ^ 
F (ab')j 77i^P^>h3mgS:^tJl. OmlT 
ESlgffJKfc. 2 Om 1©1 0 0mM>?5":tXU'-f 

(DTT;?a?t«ie«aS) *^JKS:JnAT. pH7. 
5, SfitCT3 O^J-WEl&^fTiftofc^. §l^iK€riO 
mM nTnmmWi mWiW^) l~2f&ft£jHI 
^T, S»;:g®T3 05>FflKi£;<&fT7a:t)-&;fc, ;i©RjS 

— i7£:/-;VLT> GFD-OA-p 1 8 5- 1 -F a 
b' ©ii^-hn7xn;i.>?x;V7^ HBI^^*: (GFD 5<7 
-OA-p 1 8 5- 1 -F ab' -SNB) €:JR#b 

[0 0 5 0] gijt. ±©2) THiiUfcUCHTltftft: 
®F (ab') 2 79i';<>h3mgS:-&tJl. 0ml 
TESS«a?C. 2 0m lODTTTK^jStSftl^T. P 

H7. 5-r^iacT3 o^^-KK^^fTftofc^, 

fcS>£:«cSS^^fXTS^ T E S iSSrtgcT¥«Sib L 
fc-fe7rx«y^?XG2 5*7A<&fflViTy;i'»iau S 
lS0©t!-i7.?£7'-JHxT, UCHTl-Fab' -SH 

[0 0 5 1] ±f2UCHTl-Fab' -SHt, ifeJr 
aaSL-fcGFD-OA-p 1 8 5-1-Fab' -SN 
B^lin^, PB^ffljglS (YMl 0) -CiSIS^, ^fit?4 
^raSlS^-it. et^, 4'CTSlS:*i^l^^?ii-'5c:tfcJ: 
•pT, GFD-OA-P 1 8 5-1-Fab' tUCT 
HI -Fab' ©t/V-|g±dtiK^b&BFA*^ 

[0 0 5 2] ±i2T#SnfcBFAS:^tJTESgffi?gf 
STSKy;PG3 0 0 OSW (h-V-aS) SffiffiU 
fcHPLC (Ki^^^i'DVhi^^^^-) Xtt-f:i-> 50 



!^HV5-2 1 3 77 5 

A i7 D V h 7 7 - K #-r t IC <k D F a 

b' -5^:t-;Hlil«#: (4H^«J5 5kd) A^SSe?)® 
BFA?£i^l8UT:RSUfc. 

C0 0 5 31 ffiSU:tBFAS|f®7C*fl=TT, 0. 1 

%sDs (Hx2^jni!£ii:?-hu^rA, ->i^Ta®) #a 

Til, 7. 5?6PAGE»«f5£ff3S:K iBSl/fcBFA 

[0 0 5 4] ±SSDS-PAGECDiK*, ^^fSBl 
1 Okd©feeirn>H*«KU ^(DZ-tf^^-RT \ 

tt^fibfe^^^a*5i 1 okds-boiit^^jtis^n 

[0 0 5 5] 

[*i60iJ2] *JS{>91T#^nfc*^?gBFAtGFD 
-OA-P185-1-F (ab')2 yyif^>Vlk 

r;ucHTi-F (ab')2 yy^^yvto^^^ 

tdKK^i&i:. 7-::)OthjlS«B)e»temth3p5>?^ 
7*^^iS©Ufc*^^ilU WtJ* (PBL) £*efflUT6t 

[0 0 5 6] z.<DnM\z\i.. KTJr^t-7-pwthjSaB 
)!a«c (ti-fnfc7ptu*>-^'f7'-*;i'9'v--3k 

^'>3>. ATCC ; Rockvllle, Md. U.S.A. J;OX 

[00 5 7] ZR-75-1 (khAfiilie^fe: ATC 
C CRL1 50 0) 

SK-BR-3 (t haSliimi*: ATCC HTB 
3 0) 

MCF-7 (t hai®3KiMJfa»: ATCC HTB2 
2) 

PANC-1 (fcM»li, ±SIII)6i8Blfi«c: ATCC 
CRL 14 6 9) 

MIAPaCa-2 (t h^KeSWIfil* : ATCC C 
RL 1 4 2 0) 

ASPC-1 (t HS^ttBKjSfflaattc: ATCC C 
RLl 682) 

BxPC-3 (HfgithMH^SafiSJfflii&'t*: ATCC C 
RLl 687) 

±IB 7 t3© t hSWaatt tHasj^ 7 7© P B L 

-tn-eno. IXBSART/O. l%NaN» 
tJP B Sl|gif«STffi#bm I^P B S^ffijK«P»C 1 0 
/xg®^$i#:SJn;il. Jk±lCT3 05^WRlSS-li:;fc. R 
aHlfiS2|5Igfe8^U *ViTF ITC-«-&giV«:^ 
XI gG (Tago Inc.. U.S.A. ttSD *JJP^, H»tJK± 
ICT3 0^^FflSl£:$-B-&. H^&S^. 2|5I}5fe8>U 
^ttfrroKfSfiHtSr^Jl' H • X'^i' h^AIII (Ortho 
Diagnostic Inc., U.S.A. ttli) *«fflLfc7D- • iJ- 

^a^t^S^W fe© t bT5£ft bit. 

[0 0 5 8] -ewifem^mi^c^-r. 

[0 0 5 9] 
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a) : ^2*t<*©«- 

b) : ^tfH^tmmLicmm% 
[0 0 6 0] ^mt^^i^tRj^v^^mmo 

n-±>h (%) ^^-To Sfc3>hD-;p eiSM) »i 

[0 0 6 1] $ic-e r bB-2Jife?;giKl 50 

F (ab')2 yyif^>h\t. 

- 7 5 - IRXfSK-BR - 3\ZMhX^<S.t^Ltz. 
±m<D 2 -oommmmt. e^fc c-erbB-2mR 

aas.M.H., et al., EMBO I..JB, 605-610 (1987)] . * 
itIlCDF (ab' ) 1 77i''^>Mi. «5«ail§ttMCF 
-7, PANC-1, MI APaCa-2R(:/ASPC 

jiSMJa*BxPc-3lc^bT^is^:^t•K^&^4 
ii^-^Uifi-otc. Mir. PBLt«KiSL.;^i{i>o&. ■«? 
[0 0 6 2] triCD3 6 F (ab' ) 2 75y>^>h 

fc. *^?«BFA«, 2 0<Dt ha38iBija»ZR-7 5 

- lRC;SK-BR-3 tPBLIrJ*LT^<Kl6:t 

fc. *fc^BFA(OKl£:ffitt«. ffi©t hiSiffllS^t^^ 
tT«±iBSi[c-e rbB-2jte^S«jF (ab') 

[0 0 6 3] ;2:^©ttlS^ie**»&> ^^m<OBTA\m 

w$nit^&^mwL^m-r^h(D'v&^ c tarn e 

t^t.U-ofc. 50 
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[0 0 641 

[HiSMS] ||JS«ii|lT^Snjt*^l8BFAOI|ffl^« 
^SttSISS, X7x5^^'-ifflSatUTPBL€, g« 
ffliatUTZR-? 5-lRZ;SK-BR-3S-?-n-e 
nffiflibT. BFAS:ft-LT5.^#X7xi'3'-aB®t 

[0 0 6 5l(D geMEO*iCrtCj;^gia 
1 OXFCSS-^tyRPMI - 1 6 4 0«a«fflViT, 

zR-7 5-iaaflaRr/sK-BR-3a3te*> 37*0 
p B s < - ' 2 5 m 1 xm^'^. ^n'en<Dmmi&i& 

\ZQ. 0 5%b'J7-»-0. 05%EDTA-PBS 
Sml^m, 3 7'C-ei»H-1'>+3.'<-h 
tT, m^^mifiU 1 0%FCS^*RPMI-1 6 
4 0^flfi2 Om UrffiSS-arT't'fPU lOOOrp 

[0 0 6 61 #5n&#aaiia©tt® (5x10 

' aeiS) It 3. 7MBq©;'nAK:J-hU'>A (Na 2 
"CrO< : NENttSi) 3 7'CT?5%C02 

#ftTT6 0^>mfell*fT&t^ ^^ifit^^l O^FCS 
^^tRPMI -1 64 0^«SSfflViT2I5Ii^c#LT®tl 

a^fc^, ssjK©ais*^2 X 1 o"* tm/m. i t^s 



(10) 

17 

i:o\Zl 0%FCS'&WRPMI -1 6 4 0iSJfi}CT^& 

[0 0 6 7] @ xyjif/^-mu (PBL) (Dmm. 
u >uisL\ytzm.nKM&. 5 o m nc p b s mmwi 5 

Om 1 Srln^Tii^L, gijfc 5 Om 1 ©ji'D-'ff 4*»c:Jt 
fi^^fSJS (U>:J^1}-'f ht/^l^— >3>pl7^>f -^A: 7 
D-(FloTr Laboratorues) ttS) £ 1 5 m 1 "f "r^lnj^T 
45^, ife<Ojfil}8t2 5ml-ft5=£;^.^^^lca)iL/c. ^ 
(OS. H3i^<£.''^05PR-2 2€rfflViTl 5 0 0 r p 

m, 3om s^a^cT^al^aBBS'il^^>fs^ff^•^fc:. io 

[0 0 6 8] ii/i>StC4*0^ii>«t}'®jftt«tltai^8l 

ffiVi®D, i:nS:fiUV»5 0ml©jg.C.>'i=lCig^L, 2 5 
m 1 ©1 0%FCS-&'|-RPM 1-16 4 O^fflSJn;! 
Tg^U lOOOrpm. 55)-rBlS'C^tTP BLSrit 
KtLTlHliRbfc. 1 0%FCS^^RPMI -1 6 4 

0«iatrj;^ft?i>ssfPS3iHU*05iL}fc^. #e.nfctt 

1 0%FCS^^RPM 1-16 4 O^ftfilCSggS^ 

[0 0 6 9] <3> #St^*:©saS 20 
SI!SCSin?#en&*^?^«)GFD-OA-p 1 8 5- 
1-Fab' -UCHTl-Fab' ite^SlBFA. ;i 
©BFAf^S®m^*}i|4tUTfflVifcGFD-OA-p 
185-1-F (ab')j 77i'pl>htUCHTl 
-F (ab' ) 2 77y>t>Kt©l : liM^^fe, GF 
D-OA-p 185-1-F (ab')2 y=7if:^yY 
Ri;uCHTl-F (ab')j 77^^ > hO-en-f 
tV^. 1 O^FCS-^^RPM I - 1 6 4 0^ift?&fflti 

ng/ml. 2 0ng/ml. 2 0 0ng/mlRC^2 
0 0 0 n g/m 1 ®^jg«IC^&8iliSSLfc. 

[0 0 7 0] €> mmm^mmsk 

±gH(3)T7llSb&Sai8S©tt#: 1 0 0 M 1 St^X7x 

fi'-mmsoul (mm^=5xi 0* «, Effecto 

r;E) ©Wifflja® 5 0 w 1 (1X10* R Taget:T 

) -en-ens 6 5^uic««:/u-h (7t;p3 

>(Falcon)|fcS) <D#r>x;KC^J)n (Effeclor/Taget 
= E/T=5) U 3 7*0, 5%C02 ?¥ftTT4^ra 

n, ^5=aL-:/i^fc^insi![ltl8ei4=&;^'i'>hb 

fc. ±.mtmiSkfi^t>F-n^n'en<D^i^^. X7 
xi7^'-aatets«fflaa©it$ (e/t) *o. io& 

[0 0 7 1] ^jK(i:&:frUTx7ii?iS'-iaaiiai:^waa 



!t$M¥5-2 1 3 7 7 5 

oms. (.%) tifffitt^sc (1) fctjeoT**fc, 
[0 0 7 21 #&nfcjs*s0 1 &r® 2 K^-r. 

[0 0 7 3] 01ttZR-7 5-lTOC)t*L/T*%?^ 
BFASfflVJfci^*€r^l/T*t), @2ttZR-7 5- 
laJIKtCjfLTGFD-OA-p 1 8 5- 1-F (a 
b' ) 2 77i^^>htUCHTl-F (ab' ) 2 7 
7i^>^>ht01 : lig'&iaiSfflVifcJi-&©)K«S*b 

[0 0 7 41 ^HfC*V>T«lttttffllifcJi[«:©ffi«» 
(ng/ml) «E«ltteWiH8)i&©#S«m§S« (« 
Specific Cytotoxicity) Sr^U 0tt' (1) ttE/T 
= 0©ig-a-?£. (2) ttE/T=5©ig-&<£, (3) it 
E/T=10©«^&, Sfc (4) KE/T=2 0©il 

^s. -en-en^-r. 

[0 0 7 51 ±E01.tO, PBLi:iK-&Lfe*%?a© 
BFA«ZR-7 5- imroy— Xt*V»T, ^itift 

iai)fis$fiH4&»wr5^t*5?ss*nfc, noifflje® 

§Stt©%airiJJS/iB F A©SKtt, 1 0 n g/m 1 
e^±TabO. *'fcE/TJtH5£A±-C*-ofc. * 
^I^B F Ali 1 0 0 n g/m 1 E/TIfc*^ 

2 o-c«:*:«52 5%©#ftWSWiBBIia^^*«SST?€r. 

Snfc. iiniC^bT, GFD-OA-p 1 8 5-1- 
F (ab') 2 775'>l^htUCHT 1 -F (a 
b' ) 2 7 7^;<>hi:©l : 1 }g-&ife(SfflVi?c«-& 
1 0 0 0 n g/m 1 *TSS£±tfT'6)^jt;Slffl)!a 

«^ittt^*e.n:fa:*>ofc (S2#m) . 

[0 0 7 6] Hfc, GFD-OA-P185-1-F 
(ab') 2 77i^;<>hRa^UCHT 1-F (a 

b')2 7 7^j^>h©-eniensffltiTN-t£^*ff 

ftofc*g*. 5:^©ft7 7i^;<>hS1 0 0 0ng/m 

[0 0 7 7] ei±Oife*J:0, *55?BBFAttl Ong 
/m 1 tVi5ffi«S/h«*»6gWSBga©4$SWiaBlia«^S 
ttS^U ;:©;:t*^^c-e r bB-2)i^S'»?£ 

[0 0 7 8] Sfc*%5BBFA©gWiMflaiC«t--5ii5V^ 
iK^;f}i»j*tt?£l5ffl-rn«. *52W0fS©±E?&f§^!'J© 
telct), Cq^«a£3tE©*>'i'n-;Hn:{4cJc«t>-pT. § 

[iaiii©f!5*;S:SiW] 

[01] *^?gBFA®lffiI)ia«gStt?£|li-<fci^7 7T 

[02] 01 tmbT«figfrstrL#^i^4&©ira8a« 
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#M¥5-2 13 7 7 5 
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(12) 
[02] 



!^H¥5-2 1 3 7 7 5 




- (1) (1) G) H) (1) (« (3) (») (1) (2) (3) (4) (1) (J) (3) «) (U (1) (3) «) ' 



10 100 1000 
n g / m I 



(72)58W# tap (72)^5^# ^)\\ «i- 

«ft««&m*i2:4TB 1 - 9 -703# iiam«sa5ftaBrirS*^:itA'j i -83 

#^JIimifctm'^i^^4 -29-14 
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